[Hepatic CYP3A activity in association with development of osteonecrosis of the femoral head].
Osteonecrosis of the femoral head (ONFH) is one of the major side effects of corticosteroid therapy. Since corticosteroids are metabolized by hepatic cytochrome P450 3A (CYP3A), a low endogenous activity of this enzyme may exert excessive or toxic effect to bone and contribute to development of ONFH. To test this hypothesis, we measured hepatic CYP3A activity in 130 patients (26 with steroid-induced ONFH, 29 alcohol-related ONFH, and 75 normal controls without corticosteroid therapy and ONFH) by measuring the clearance of midazolam (MDZ) , a substrate specific to CYP3A, and found that MDZ clearance in steroid-induced ONFH patients was significantly retarded when compared with that in controls or alcohol-related ONFH patients. Multivariate analysis revealed that only MDZ clearance was significantly related with steroid-induced ONFH and the patients with low MDZ clearance due to low hepatic CYP3A activity provided 9-fold greater risk for steroid-induced ONFH. Therefore, low hepatic CYP3A activity would be significant risk factor to the onset of steroid-induced ONFH.